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CLARMS

1. A oval dissolvable film comprising:

{a) active pharrpaceutice] ingredient;

{b} surfactant;

{¢} solvent for the active pharmacentical ingredient;

{d} film matrix; and

{e} water;
wherein,

when the active pharowcentical imngredient 15 lipopbibic or hydrophobic: (1) the surfactant
s lipophilic or hydrophobis, and () the solvent fr the active phermacentical mgradient is
hpophilic or hyvdrophobis; and

when the active pharmmaceutical mgredient i bpophobiac or bvdrophilic: (1) the swwfacta
s Ipophiobie or hydrophilie, and (1) the solvent for the setive pharmacentical mgredient s
hipophobic or hydrophilie.

2 The oral dissobvable fibm of clann 1, wherein the surfactant 1 Bpophilic or hydrophobic

and the solvent for the active pharmscentical ingredient 15 pophibic or hydrophobue,
3. The oval dissolvable il of any one of clanms 1-2, wherein the Upophilie or hydrophobie
strfactant comprises at least one of Glyeery! Monocaprylate, Propylens Glyeol Monocaprylate,
Glyeeryl Mouooleaie, Propylane Glveol Monolawrate, Glyeeryl Caprylated Caprate, Glyveeryl
Muonclinoleate, Sorbitan Monooleate {Span 80}, (Fveeryl Dibehenate, Propylens Glyeol
Dilaurate, Glveeryl Tricapryviate Tricaprate, Glyoerol Tricaprviate/Caprate, Devaglycerol Mouo
and I Oleate, Oleoyl Macrogolglyveernidas, Laurovl Macrogolglveenides, Stearovi
Maaogodglvessides, Stearoyl Polvoxviglycendes, Polvoxyethylene, and UaprvhicCapric

Ghyeerides.

4, Tha oval dissolvable flm of any one of clamns 1-3, whersin the lipophilic or bydrophobic
surfactant s present nn §.5-40 wi %
iy

i



WO 2021/138564 PCT/US2020/067677

s The oral dissolvable Sl of elann 1, wherem the suefactant is hpophobie or hydrophilie

and the solvent for the active pharmacentical ingredient 15 lipophobic or hvdrophibic.

8. The oral dissolvable film of apy cae of clmiros 1 apd 5, wherein the bpophaduc o
hydrophilic aurfactant coraprizes at least ore of Podoxamer, Polyvoxyl Castor G, Polvethylene~
polypropyiens Glyeol, Polvoxyetbylene Sorbitan Monolauwate {Tween 207, Twsen 84,
Polyoxyethyvienesorbitan Monostearate { Tween 60}, Deoyl Glucoside, Lawvl Glucoside, Getyd

{Zhucoside, Triton X100, Nonoxynol 8, Sodiwyn Laveyl Sulfate, Potassainy Lawryvl Suolfate, By,

Glyeeryl Lanvate, Plespbolypnds, n-Dodecyl Phosphuwholime, and Cholesteryl Esters,
7. Tha oval dissolvable flm of any one of clarues | and 5-6, whersin the lipophobic or

hydropdubie surfaciant ix present i §.5-40 wib

3. The oral dissolvable il of any one of clanms 123, wherein the Gipophihie or hydrophobic
sobvent for the active pharmaceutical Ingredient comprises at least one of Medtm Chain

Trighveerides Cal, Coconat Ohl, Corn O, Glive G, Palm Cul, Cancla O] Safflower Oil,

Sesame Oif, Propylene Glyes

Jonoeapryiate, Propyvlens Glyeol Monolaarate, Glyeeryl

Monolmoleate, Cetyl Alvobol, Stesrvl Aleohol, Cetosteary! Alcohiol, and Oleyt Alechols

5. The oral dissolvable il of any one of clanme 1-3 and §, wherew the hpophibic o
hydrophobie sohvent for the sotive pharmaceutical ingredient 18 present m £.5-40 wi %
18 The coal dissolvable film of any cue of olares 1 and 5-7, wheremn the hpopholic o

hvdropbilic solvent for the active pharnscautical ingredisnt coraprises water,

11 Ths oval dissolvable flm of any one of clams 1, 5-7, and 19, wherein the hpophobic or
hydropluhic solvent for the active pharmaceutioal ingradient s prasent in 0.5-280 wi %,
12 The cwal dissolvable film of any cue of olatres 1-11, wherein the active pharmacentical

wgredient s lipophilic or hydrophobig.
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13 The oral dissolvable Sl of any one of clatme 1-11, wherem the achive pharmacentioal

mgredient is bpopdwdne or bydrophilie,

14, The oral dissolvable film of apy oae of olmros 1-13, wherein the active pharmacentioal

mgredient comprises a cannatunoid, terpene, flavonoid, or combination thereof

15 Tha oval dissolvable flm of any one of clamns 1-13, whersin the active pharrpacsutical
wugredient comprises at least one of cvolospogine, ritonaviy, saquinavir, ampranaviy, valproe

ack

d, caleitriol, hexarotene, trefinob, sotratinny, Upranaviy, and phammaceutically acceptabls

X

salts thevent.

1o, The cwal dissolvable film of aoy cue of olmires 1-13, wherein the active pharnacentical
urgredient commpeises a peveledelic agent.
i7. The oral dissolvable filny of any one of claims 1-13, wherein the active pharmacsutical

ingredient comprises a peychedalic agent comprising at least pne of Lysargic acid diethylamids
(L0} 3,4 Methviensdioxymethamphetamineg {(MDMAL N N-Dimethyliryptamine (DMT);

Faflooybin, Mescaline, and thogaine.

i The oral dissolvable Hhn of any one of claims 1413, wherein the active pharmaceutical

32

mgredient comprises vermestin,

14 The oral dissolvable filns of anv one of clatms 1-1§, compriaing the sctive pharmacentiosd
magredient m af least 10 wi%s
20 The oal diseolvable Ghn of sny one of claxmy 1-19, wherens the Ghn malvix eomprises 8

plasticizer, and filin former.

21 Ths oval dissolvable flm of any one of clams 1-38, whergn the film reatrix comprises a
plasticizer coapprising af least one of Propviene (Glveol, Glveerm, Triacetn, Triethyl Ciirate, and

[

Polvethyiens Glyeol.
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22, The caal dissolvable film of any one of olmiros 1-21, wherein the film pwalvix comprises 8
plasticirer present 1 §.5-20 wi e,

[S

23. Ths oval dissolvable flm of any one of clamms 1-23, whergin the 8l reatrix corprises

film former comprising at least one of Pullulan, Gun Arabic, Guar (huyy, Maltodextrin,

s

ficrocrystalline Cellnloss, Clutosan, Pectin, arrageenan, HPMO, HPC, Madified o St
{avbopol #74P, Carhopol 9348, Kollidon 25, Soluplus, Lycoat KG73, Kolliceat, Polvox N-18,
Polyox K-80, Polvox N-730, Methocs! BE40, Methocel E10M, and Sodiom {TMC.

24 Tha oval dissolvable flm of any one of clamws 1-23, whergin the il reatrix coroprises a

film formsr present in 1-60 wi %,

3S. The oral dissolvable Sl of any one of clatms 1-24, Swther comprising 3 co—solvent.

fupther mmp;:ismg :

27 The oral dissolvable il of any one of clanms 1-26, Gother comprising a co—solvent

present wm 8.5-40 wi%

28, The oral dissolvable film of any oue of olaray 1-27, further comprising at least one of an

bed

argioxidany, antunicrobial agerd, Savering agsnt, cobring agant, and sweetener,

28, Tha oval dissolvable film of clam 1, comprising:
{a} ii})"‘phih&. active pharpaceutical ingredient;
{b) ol camisr for the lipophilic active pharmacentical gradient;
{0} selfemubsifying hpoplulic swfactant for the bpoplélic active pharmacsutical
urgredient;

i(} } ODS OF DHE O surfac tants;
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fay ¢

{g} one or mors hydrophilic surfactants;
{1y filvo matrix: and

{g} water.

34 Tha oval dissolvable film of clam 1, comprising:
{a) hydrophilic active pharnscentical ygradient;

{b) water carvier for the hvdroplulic active phmma@etﬁicai ingredient;
{} hydrophitic surfactangt i the hydropgdulio active pharmacsutical ingredieny;
{d} ome or roore co-wwrfactanty;
{e} raie or more seff-enmisifving swfactanty;
{f) flur stk and

{g)water,

3t The oral dissolvable filng of any one of clanms 1-30, configured to selfenudsrty within 20

secomdds upon contact with g oral nmcoss! suedhes of a anb

32 The oral dissolvable Hhn of any one of claimy 1231, configured fo form an oibsn—waler

{G/WY ermmudsion within 20 seconds gpon contact witl an oral mucosal sieface of a subject,

Lok

3. The oral dissolvable il of any one of clanme 1-32, configared fo form an mbn—weater
{OAW) enmlsion having an aversgs droplet sive of 0.1 microns to 120 mucrons within 20 seconds

upen contact with an oral mucosal sarface of 3 subject.

34 The oval dissolvable film of any one of clars 1-33, condigured to forur an oib-i-water
{1°WY armulsion havig an average droplet size of

(10 0514 moioron,

di{50Y I-28micron, and

(501 15-100 nucron

within 20 secronds upon contact with an oval muwwosal surface of a subjset.
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335 The oral dissolvable Sl of any one of clanme 1-34, sustable for oral adnnmstration {PO,

buecal adimimstration, sublinguel adetmstrativn, or mucessal adouunisivation.

30, The caal dissolvable film of any one of olmroy 1-33, baving a moisture confent of 313
wi.%a.
37. Tha oval dissolvable Blm of any one of clamns 1-34, condfigured to disutegrate within 15

nyirttes upon weal aduvnisivation fo a subject.

38, The cwal dissolvable film of any one of olaires 1-38, confiprad to dixintegrate within 30
segogrds upom oral (PO admiistration o 8 subject

35 Th oval dissolvable film of any one of clars 1-36, configured for m vitro disintegration

3¢

{USP=70 > In-vilro Dhsmmtegration method) withi 38 seconds.

43, The oval dissolve

le filny of any one of clanms 1-39, exhibiting at lesat one

pharmacokinetic parameter selected fomy {1) Twax of betweesn sbont 43 i to shout 128 man,

{1} Cinax of at least 3.3 nghml, and {u1) Al Ceof at lesat 13 ngtuiml

3

41, The oral dissolvable Gl of any one of clanms 1-440, axdubiting at lesst one
(

pharmacokinetic parametsr selected from, {

AUCo0f 133 ngeiml,

1y Troax of 1.5 by, () Cmax ol 4.4 ngfnd, and (1}

43, The oval dissolvable film of anv one of clars 1-41, exiubiting s m vivo dhesolution e

of no more than 20 nunutes.

43. The oral dissolvable film of any one of olatres 1-42, exbibuting an i vive dissndistion tine

ot betwesn about 10 minutes to about 15 minntes.

4 Tha oval dissolvable flm of any one of clamys 1-43, saxiubiting & bioavailabibity of at least

L

153%%
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43, The oral dissolvable fibn of sy ong of olatras 1-43, exbiluting 8 osvailability of af least
18%%
46 Ths oval dissolvable flm of any one of clamns §-45, axhibiting a stability of at least about

v ine months as measuved under HPCT73% RH accelerated conditions

47, The cwal dissolvable film of any one of olairos 1-45, exhiluting a stability of 160% atfter
tiwee months as measured under 253°C/a0% RH avcelerated conhificn, or 4000775% RH

acoelsrated conditions.

4. A method of frnung an oral disselvabls filim, the method comprinmg:
{a} dissslving an active pharnwcentical ingredignd in a finst salvent-systen fo form a fist
mixiure, wherain
{1} when the active pharmscentioal ingredient s hpophilic or hydrophobie,
dissolving the sctive pharmaceutical ingredient m s hpophibic or oedrophobic solverd, ina

hpophibie or bvdroplobie sarfae ov comsbination theveof] or

{11} when the aclive }‘)i‘ka\m}a{:auii.cm mgredient 18 hydrophihic or hipophiebic,
dwssolving the aclive phavmacentioal mgredient 1n a hydrophilic or hpophobie solvent, mia
bvdroplibic or hpophobie surfactant, or combination theveof;

{bY contachng the first muxtare and a hpophilic or hydrophobie sorfsctand o form a

second nuxtare;

xture with water and a bydrophilie or hpophobio surfactant to

form a third mixture;

{d} contacting the durd nuxtore with film foriving mgredient fo # shury; and

{e} casting the shuryy on a substrate and cuwing to form the oral dissalvable fili

48, Ths method of claim 4€, wherein the fily formung mpredient comprises at least one of
mucoadiesive polyvimer, plasticizer, bindsr, filler, bulking agent, saliva stinmlating agard,
statalizing and tuckening agewd, gelling agent, flavoring agent, taste roasking agent, colormg

agent, mgment, lubricant, velease maodifier, adpivand, swestening agand, solubihizer & sroudsifisr,

12

(7]
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fragrance, enmlaifier, sswfaciant, pH adpisling sgent, bulfenng agewt, hpid, ghdant, sfabilizer,

antioxidant, anti-tackung agent, humectant, solvent, permeation enbhancer, and preservative

kit The method of anyv one of clains 4&-4% whersin the hipophilic or hydrophobic solvent

ceanprises an oil.

3 Ths mathod of any one of claimx 48-49 wherewn the bydrophilic er hpophobie solve
comprisgs an aguecus hiqud.
2. The method of any one of claims 48-31, whersin the curiug s carried ont in a hot aiw

oven at an atr femperature of betwesn about 38°C o about 110°C,

33 Ths mathod of auy o of claims 48-532 whereun the cwring is cavrvisd out 1 & hot aw

oven st any s femperstare of behween shout 45°¢C 4o abond 80°C

S3, wherem the cuning s carnted ond o2 bot aw

o

84, The wethod of sav one of clanms 43

oven {al an air temperahig of ¢

55 The method of any one of clamns 48-34 whevem the caring s carvted out at a spesd of

beteeoen about 0.8 feet/nun 0 abowt 2.5 feetfmin

38, The wethod of suv one of claims 48-53, whereitn the cuning 18 carried onf &t 8 speed of

vt about LD feet/mun

57 The method of any one of dlaims 48-36, wherstn the curing is carried out at a speed of

hetween about 2.0 feetitnin to about 2.5 feet'min.



