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2. D Claims Nos.:

because they relate to parts of the intemational application that do not comply with the prescribed requirements to such an
extent that no meaningfil inlernational search can be carried out, specifically:

3 [:I Claims Nos.:
because they are dependent claims and are not drafted in aceordance with the second and third sentences of Rule 6.4(a).

Box No. IIT  Observatlons where unity of invention Is lacking (Contlnuation of itemn 3 of first sheet)

This Imemnational Searching Authority found multiple inventions in this international application, as follows:
See supplemental box

1. I:l As all required additional search fees were timely paid by the applicant, this international scarch report covers all searchable
claims.

2. I:I As all searchable claims could be scarched without effort justifying additional Rees, this Authority did not invite payment of
additionai fees.

3 D As only some of the required additional scarch fees were timely paid by the applicant, this international search report covers
only those claims for which fees wete paid, specifically claims Nos.:

4, E No required additional scarch fees were timely paid by the applicant. Consequently, this international search report is
restricied to the invention first mentioned in the elaims; it is covered by claims Nos,;
1-12, 15, 20-21, 28, 36-40, 4243

Remark on Protest D The additional search fees were accompanicd by the applicant’s protest and, where applicable, the
payment of a protest fee.
I:l The additional scarch fees werc accompanied by the applicant’s protest but the applicable protest
fee was not paid within the time limit specified in the invitation.
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Conlinuation of Box Il
This application contalns the following inventions or groups of inventions which are not so linked as to form a single genaeral inventive
concept under PCT Rula 13.1.

Claim 1-Group | +, claims 1-44, a method for treating at least one cerebral artery at risk of interruption due to subarachnoid hamorhage
{SAH}, comprising

—adminigtration of nimodipine intracistemnally, intraventriculady; or intrathecall y:

—femtoparticle, a picoparticle, a microparticte, or a nanoparticle;

—a matrix;

— slow release carrier, localized release carmier, dapot releasa canier, delayad release camiar, long-tenm release canier, ‘ong-term
release carrler, carriar comprises aqueous channels, biphasic ralease camiar, or extandad release carmiar;

delayed cerebrsl ischemia (DCl), delayed cerebral infarctlon, or rescue therapy.

Group i+ will be searchad 1o extant that it reads on the invention comprising intracisternally (claim 1), microparticle {claim 2}, L-type
voltage dependem calcium channel inhibitor nimodipine (daim 8), hyaluronic acid (claim 10), stow release camier (claim 28), delayed
cerebral ischemia {DCI} (claim 40), without fee. It Is belleved that ctalms 1-12, 15, 20-21, 28, 36-40, 42-43, read on this restricted
invention. Applicanta must Indicate the claims which read on this invention, if different than what was indicated above for this group.
Fallure to clearly identify how any paid additional invention fees are to be applied to the inventions in "+ group will result in only the
rastricied inventon to be exammed. For additionsl fees, an exermplary election would be nenoparticle: claim 1, 28-27.

Group |l, claims 45-88, directed to a mathod of manufacture of a medicament.

The graups of invantions listed above do net ralate to a single general irventive concapt under PCT Rule 13.1 because, under PCT Rule
13.2, they lack the same or comesponding speciel technical features for the following reasons:

Speclal Technical Features:
(Sama or Correaponding Technical Features Lacking Amang Groups)

The speclal technical feature of each invention of Group I+ is a particular unique combinatton of parameters and limitations, not required
in any other invention of the Gmup I+.

The spadal technical feature of Group I+ is & rmethod for traating at least one cerebral artery at risk of imerruption due lo suberachnoid
hemorrhage {SAH) |, not required in Group Il

The special technical feature of Group |l is a mathod for usa of a flowsble perticulale compasition in the manufadure of a medicament,
not required in Group |.

Common Technical Features:
(Shared Technical Featuras Do Not Make a Contribution Over the Prior Art)

Inventions of Group I+ share tha technical feature of claim 1. Groups i+ and Group (I sham tha technical feature of a lowable pariculate

Itlon. However, inventions of Group W and Group |( lack unity of invention even though tha inventlons of thesa groups require
the technical feature of daim 1, because this technical feature is not a unifying tachnical feature es it doas not meke a cantribution over
tha prior art ¥ as being anticipated by US 20120164226 A1 to Leuthner et al. (harainafter Leuthnar).

Leuthner teaches a method for treating at least one cerebral artery at risk of intermuption due to subarachnoid hemomrhage (SAH) in a
human subject {(Abstract, pars [0144], -[0146], [0186], [0276): flowable; [0271]: a cerebral artary; [0249]: subarachnoid hemorhage;
[0217: microperticles; [0235]: sustained release), comprising

a) providing e fiowable particulate composition (para [0250] [0251]: compogitions; [0274]- [0283), [0386]: methods) -comprising:

(i) a microparticte fermulation comprising a plurality of partides of uniform size distribution (para [0217]} , and a therapeutic amount of a
therapeutic agent (para[0120], [0138], [D193]);

(iiy and a pharmaceutical camier (paraf0218]: pharmacautically acceptable camler; para [0268]- [0273]) the flowable particulate
pharmaceutical composition being charactertzed by: dispersat of the therapautic agent throughout each particle; adsomption of the
therapeulic agent onto esch partide, or presence of the tharapausic agent in a cors of each partide sumounded by a coating of the
therapautic agent from the composition (para [0217], {0202]) =e a dispersion (pana [0200]), Its fluidity around the at Isast ona cerebral
artary at risk for the delayed complication associatad with the brain injury following local delivery via injection (para [0008]-[000%], [0144];
the following relesse chamacteristics:

(1) about 50%-100% of the first therepeutic agent is released within 6 days 1 14 days (para [0161], Figure 12);

{2) upon raleace, the concentration of the first therapeutic agent in plasma (PLASMACav) is less than about 30-40 ng/mL(para [0161],
Figure 12); and

(3} upon release, the concentration of the first therapeutic agent in cemabrospinal fluld

{CSF) (CSF-Cav} is at least about 5 ng/mL to about 5000 ng/mL {para [0486]-[0488), Table 7); and a local therapautic effect (para
[0396]) thet is effactive o reduce signs or sympioms of tha dedayed complication without entering systamic circulation in an amount to
causs unwanted side effects (pare [0161], Figure 12; [0238]: choosing ameng the various active compounds and weighing factors ...
adverss side-affacts 7 can bs determined routinely by a aurpecn using standard methods),

b) administering the flowable particulate composition locally, via an injeclion apparatus (para [(1143]: at laast one cerebral; para [0144]:
the means for administration is a surgical injection apparatus and the site of administration is In close proximity to at laast one cerebral
arlary affacted by the brain injury),

intracistemally into the subarechnoid epace in a cistern closest to the carebral artery at risk for interruplion (para [0159], [0164]); s0 aa
to conlact the ot least one artery of the subarachnoid space at risk of Interruption dua 1o the subarachnoid hamornthage, whersin
Intarmuption of the ¢ | artery is iated with at ieast one delayed complication {para [0144]: at least one delayed complication
associated with the brein injury),

Therefore, inventions of Group I+ and Group Il lack unity under PCT Rule 13.

Form PCTASA/210 (extra sheet) (July 2009)
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