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Effects of oral steroid sparing immunosuppressive drugs in
long term maintenance treatment of chronic inflammatory
demyelinating polyradiculoneuropathy
Ali Sajjad’, Sajid Hameed?, Sara Khan’

ABSTRACT

Background and objectives: Chronic inflammatory demyelinating polyradiculoneuropathy (CIDP) is an acquired
treatable autoimmune disorder. Due to limited availability and affordability of IV immunoglobulins and therapeutic
plasma exchange in Pakistan, oral immunosuppressive drugs (ISDs) are used despite limited role in literature. The
study aimed to determine the response to ISDs in CIDP patients by assessing the frequency of remission, reduction of
disability using a neuropathy related disability score called Inflammatory Neuropathy Cause and Treatment score (or
INCAT score), as well as reduction in steroid maintenance dose.

Methods: The retrospective observational study of six months duration (May to October, 2020) was carried out in Aga
Khan University Hospital, Karachi, Pakistan. Medical record of all the patients with idiopathic CIDP taking oral ISDs
in last five years was selected which included bio-data, clinical signs and symptoms, medication details, and INCAT
scores. Descriptive statistics were described i.e. frequency, percentages, mean/standard deviation using Microsoft
Excel v.2021.

Results: Out of thirteen patients, Azathioprine was used in nine, Mycophenolate mofetil in two and Cyclosporine in
two, with remission (INCAT score improvement > 1) achieved in eight, one and zero patients respectively. Duration of
ISDs ranged from three to twenty-four months (average 15.8 months). Patients with monoclonal paraproteinemia and
prior exposure to ISDs had a poor response to the introduction of subsequent ISDs.

Conclusion: The study describes preliminary experience of the potential role of relatively cheaper and more convenient
oral ISDs (especially Azathioprine) as an alternative or sparing agent to first line agents for CIDP and sets the stage for
larger scale studies and randomized controlled trials.

KEYWORDS: Chronic inflammatory demyelinating polyradiculoneuropathy, CIDP, Immunosuppressive drugs (ISD), IVIG,
Plasmapheresis.

Abbreviations: CIDP: Chronic inflammatory demyelinating polyradiculoneuropathy, NCAT: Inflammatory Neuropathy
Cause and Treatment, ISD: Immunosuppressive drug. IVIG: Intravenous immunoglobulins, MGUS: Monoclonal gammopathy
of unknown significance, POEMS: Polyneuropathy, Organomegaly, Endocrinopathy, Monoclonal gammopathy, and Skin
changes. TPE: Therapeutic plasma exchange.
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(IVIG) and therapeutic plasma exchange (TPE).
Although limited literature exists on the effectiveness
of oral immunosuppressive drugs (ISDs), e.g,
methotrexate and azathioprine, as first-line treatment
sparing agents, the overall results are unsatisfactory.*
Despite these results, ISDs are commonly used in CIDP
treatment due to resistance, adverse effects, cost, or
administration issues with first-line treatment options.

In Pakistan, limited data is available on CIDP with
only two small retrospective studies reporting a
frequency of 0.9% to 1.15% among patients undergoing
electrodiagnostic examination for various indications.*”
Due to limited availability and affordability of IVIG
and TPE in our country, steroids are commonly used
to achieve and sustain remission, along with oral ISDs.
Our study aims to assess the effectiveness of oral ISDs
as more affordable and convenient alternatives to
first-line agents for maintaining remission. Therefore,
the primary objective of our study was to assess ISDs
response (remission/relapse) by using Inflammatory
Neuropathy Cause and Treatment (INCAT) scores.
The secondary objective was to reduce the baseline
steroid dose by at least 50% after starting ISDs while
maintaining the remission. We are optimistic that our
study will also guide to conduct large prospective
multi-center studies and randomized control trials
(RCTs) to help us determine the potential long-term
role of ISDs in managing CIDP cases.

METHODS

This is a retrospective observational study with
consecutive sampling technique. The duration of the
study was six months (May 2020 to October 2020).
The medical record of all the patients diagnosed with
idiopathic CIDP on electrophysiological basis and
taking oral ISDs presenting to the Aga Khan University
Hospital, Karachi, Pakistan in previous five years (i.e.
between the periods of January 2015 and June 2020)
was selected. Only patients with idiopathic CIDP
were included. All patients had a follow up of at least
six months duration. Patient’s bio-data, clinical sign
and symptoms, details of medications (dose, timing,
duration and adverse effects of steroids, IVIG, TPE
and oral ISDs) and INCAT scores were recorded. Data
consisted mainly of descriptive information and did
not require any comprehensive analysis. Therefore,
data was recorded in Microsoft Excel version 2021 and
no analytical software (i.e. SPSS) was utilized.

Ethical Approval: Ethical review committee approval
(No. 2020-2096-10348) was obtained on 26" April 2020.
Operational definitions:

Chronic inflammatory demyelinating polyradiculo-
neuropathy: A progressive symmetrical or asymmetri-
cal proximal or distal weakness, relapsing or progres-
sive course >2 months, large fiber neuropathy types
sensory loss (vibration and joint position sense) in the
distal limbs and generalized hyporeflexia or areflexia.?
INCAT Score: The INCAT (Inflammatory Neuropathy
Cause and Treatment) disability score is a measure
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of limitation of activity attributed to neuropathy. It
was derived from Guy’s Neurological Disability Scale
(GNDS) aimed for multiple sclerosis patients. The scale
is highly reliable, valid and feasible for measuring
disability due to neuropathy.®

Response/Remission: Responders are defined as those
who had a reduction (improvement) of at least one
adjusted INCAT disability score point compared to
their baseline.’

Relapse: Relapse is defined as an increase of at least one
adjusted INCAT disability score point from baseline,
except for an increase from 0 to 1 in the upper limb
score.™”

Inclusion criteria: All adult patients diagnosed with
idiopathic CIDP by a consultant neurologist, with
findings consistent with the clinical definition (as
described above) and confirmed on electrophysiological
testing based on American Academy of Neurology
Ad Hoc Subcommittee Electrodiagnostic criteria
and taking oral ISD for remission were included.
However, due to strong association of monoclonal
gammopathy of unknown significance (MGUS) with
CIDP without any direct neuropathic effects of these
monoclonal antibodies, two such cases were included
in the study. Patients with MGUS underwent extensive
hematological work up and were found negative for
multiple myeloma and POEMS (Polyneuropathy,
Organomegaly, Endocrinopathy, Monoclonal
gammopathy, and Skin changes) syndrome.

Exclusion criteria: All patients with associated co-
morbids that can potentially cause a neuropathy
e.g. diabetes mellitus, vitamin B12 deficiency, co-
existing malignancy / paraneoplastic disease, systemic
autoimmune diseases, multifocal motor neuropathy,
mono-neuritis multiplex or hereditary sensorimotor
polyneuropathy, were also excluded based on their
history, examination and electrophysiological findings.
Additionally, patients less than 18 years of age or with
prolonged neurological deficits due to stroke or other
central nervous system disorders were excluded.

RESULTS

Thirteen CIDP patients were included, with a
mean age of 48.1 * 13.1 years (range: 30-72 years),
with a male predominance (84.6%, n=11). Relapsing
remitting (53.8%, n=7) was the most common CIDP
type seen. Duration of CIDP, from symptom onset to
diagnosis, ranged from 7-28 months (mean 15.8 + 6.8
months) (Table-I). All patients, except one, received
steroids (oral prednisolone) at some point during their
illness. Two cases (9 and 10) had an IgG lambda-type
monoclonal gammopathy of unknown significance
(MGUS).

Duration of ISDs ranged from 3-24 months (mean
15.8 £ 6.18 months). Among thirteen cases, the majority
(69.2%, n=9) received azathioprine, followed by
cyclosporine and mycophenolate mofetil in two cases
each (15.4%). Three patients changed their ISD during
the course of illness due to insufficient improvement

www.pjms.org.pk 2



Role of oral immunosuppressants in CIDP patients

Table-I: Clinical features and treatment regimens of patients with CIDP.

Timing
of IVIG/ Prior ISD Range of  Duration
TPE be- duration in  daily dose of ISDs

Predni- Prior

Age  Disease Symp- Clinical ~ solone  history of

Cas-  Current .
range  duration

e ISDs (years) (months) toms  features LESZEJ;; H;ISEUV forf;/with months (mg/day)  (months)
ISDs
1 srziiihlo' 60 16 S  RRMS  Yes No No No 50-100 16
o Azthio 4, 28 SM  RRMS  Yes session Smonths No 100150 20
prine IVIG prior
1session 4 months
g Asathio- g 27 SM  RRMS  Yes TR prol No 100-150 4
prine 1session 3 months
IVIG prior
Azathio-
4 prine 72 09 M RRMS Yes No No No 50-150 6
Azathio- 1 session S
5 . 38 24 SM Mono Yes the start No 50-100 24
prine VIG of course
6 ?rziitehlo' 53 13 SM  Mono  Yes No No No 100-150 5
7 srziizhlo' 39 12 SM  Mono  Yes No No No 50-100 12
Azathio-
8 prine 33 12 SM RRMS Yes No No No 50-100 12
Cyclo-
Azathio- sporine for
9 L 38 12 SM RRMS Yes No No 2-3 month 100-150 9
prine (no im-
provement)
Azathio-
Given at prine 50-100
. . mg/day
10 Cyelo 36 16 M Mono  Yes  Lsession thestart o 0 ths 50 3
sporine* IVIG of cyclo- (no im-
sporine
provement)
needed IVIG
11 Cyelo- 67 7 M  Mono  Yes No No No 150 7
sporine
Azathio-
prine
50-150 mg/
?g}}])-he- 3 sessions 2 month day for 6 1000 -
12 nolate 49 22 M RRMS Yes IVIG prior mor}ths 1500 14
Mofetil (no im-
provement;
needed
IVIG)
ggy-he- 1 session Given at
13 P 61 8 M  Mono  No the start No 1000-2000 8
nolate TPE ¢ B
Mofetil of course

CIDP - chronic inflammatory demyelinating polyradiculoneuropathy, ISDs - Immunosuppressive drugs, TPE -
therapeutic plasma exchange, IVIG - IV immunoglobulins, RRMS - Relapsing remitting MS, Mono - Monophasic, S-
sensory, SM - sensorimotor, M - Motor * Cases with IgG lambda monoclonal gammopathy).
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Table-II: Clinical course of the disease on ISDs and side-effects.

Prednisolone Improve- .
Cases Current ISDs  dose tapering fl;lg ,;O reduce DC by éNhCAT meZt/ Given IVI.G/ Side-effects
(mg/day) >50% anges Worsening TPE despite IM
Sim-
1 Azathioprine 20 to stop Yes Oto0 prove- No Nil
ment
S+M
2 Azathioprine 60 to stop Yes 3tol improve- No Nil
ment
S+M Dissemi-
3 Azathioprine 60 to 30 Yes 4to2 improve-  No nated No-
ment cardiosis
M Steroid
4 Azathioprine 30to7.5 Yes 2to0 improve- No induced
ment psychosis
S+M
5 Azathioprine 60 to stop Yes 2to 0 improve- No Nil
ment
S+M
6 Azathioprine 60 to stop Yes 4t00 improve- No Nil
ment
Mild hepa-
S+M totoxicity
7 Azathioprine 30 to stop Yes 3to0 improve- No (underly-
ment ing fatty
liver)
S+M
8 Azathioprine 60 to stop Yes 3to0 improve- No Nil
ment
9 Az.athio— 30 to 10 No (relapse on 1t03 Both SM No Nil
prine* taper) worse
10 Cyclo- 40 to 40 No 4t05 Mworse  No Nil
sporine
IVIG (1 ses-
. No (relapse on sion)
11 Cyclosporine 60 to 60 5to06 Mworse  After7 No
taper)
months of
cyclosporine
12 Myeopheno- 5, 5 No (relapse on 1to2  Mworse No Nil
late Mofetil taper)
M hen Not used at M
13 ot NA 2t00  improve- No Nil
ment

CIDP = chronic inflammatory demyelinating polyradiculoneuropathy; INCAT = Inflammatory Neuropathy Cause and
Treatment; ISDs = Immunosuppressive drugs; IVIG = Intravenous immunoglobulins; M= Motor; NA= Not applicable;
S= Sensory; TPE - therapeutic plasma exchange. * (Cases with IgG lambda monoclonal gammopathy)
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with the initial ISD (azathioprine in two cases,
cyclosporine in one). The daily dose range and duration
of different ISDs are provided in Table-I. Prior to or at
the start of ISDs, six patients received either IVIG or
TPE, while one patient received both IVIG and TPE.

All patients receiving azathioprine except one (89%,
n=8 out of nine) were able to achieve remission and
were also able to reduce baseline steroid dose by atleast
50%, with steroids completely stopped in five patients
(55% patients n=5 out of 9), without CIDP relapse
indicating a generally favorable response (Table-II).
On the contrary, both patients receiving cyclosporine
(case # 10 and 11) were unable to achieve remission
or taper off oral prednisolone and continued to have
worsening symptoms and one patient required IVIG.
Partial response (i.e. 50%, n= 1 out of two) was noted
with mycophenolate mofetil. One patient using the
medication remained in remission without the need
for steroids after an initial single course of TPE, while
the other patient did not achieve remission despite
previously receiving multiple treatments of IVIG and
azathioprine.

Regarding adverse effects, ISDs were generally well-
tolerated. Out of nine patients receiving azathioprine,
one patient developed systemic Nocardiosis. This
patient was also on oral steroids. Transaminitis was
observed in one patient with a history of underlying
fatty liver disease. The liver enzyme levels normalized
after reducing the azathioprine dose from 100 mg/
day to 50 mg/day. One patient developed psychosis
secondary to steroid use (not a direct azathioprine side
effect) requiring a rapid tapering of steroids without
clinical relapse. We did not observe any side effects
with patients using cyclosporine or mycophenolate
mofetil.

DISCUSSION

CIDP can be a disabling condition but is a treatable
one. The treatment, however, imposes a substantial
physical and financial burden on patients. A single
course of five-day TPE (40-50ml/kg/day) costs
approximately $4000 to $5000. IVIG treatment (2gm/
kg/course) costs around $7500 to $8000. These
invasive treatments need to be repeated every few
weeks to months depending on symptom severity. A
Canadian study found that the annual maintenance
cost for IVIG exceeded $70,000%, with the total cost
over two years ranging from $111,406 to $117,233,
which was significantly higher compared to steroids
alone ($3101).> A U.S. based study reported that more
than half of their newly diagnosed CIDP patients were
taking oral steroids only."? Given the average monthly
income of $170 and lack of insurance coverage in our
country, most of our CIDP patients are on a “steroid-
only” treatment plan, with or without oral ISDs. In
addition to the cost of oral ISDs, there is an additional
expense for regular hematological and liver function
tests but still ISDs remain relatively affordable, with
azathioprine costing around $150 annually."

Pak J Med Sci

September 2024 Vol.40 No. 8

Existing literatureis limited regarding the therapeutic
effectiveness of ISDs in CIDP and presents conflicting
evidence. Our experience with azathioprine (1-2.5 mg/
kg/day) has been encouraging. We observed positive
responses in majority of our patients (89%) and in some
patients that response continued for up to 24 months,
which is considerably longer than other studies.* The
one patient who did not respond well to azathioprine
also had MGUS paraproteinemia (case no. 9). A RCT
by Dyck et al. in 1985 compared prednisolone alone to
prednisolone plus azathioprine treatment, showing no
significant change in disability scores.* A case series
involving two patients treated with azathioprine found
no benefits', while other studies reported substantial
improvement in a range of 35% to 95% of patients.’>'¢
Azathioprine treatment durations in the literature vary
from 19 days to 12 months.**"”

Conversely to azathioprine, we observed unfa-
vorable and mixed responses with cyclosporine and
mycophenolate mofetil, respectively. In two CIDP
patients receiving cyclosporine, steroid tapering
was unsuccessful for both. One of them had MGUS
paraproteinemia and also failed previous trials of
azathioprine as well as one IVIG treatment session,
suggesting a resistant case (case no. 10). It is worth-
while to note that our study had a short follow-up
duration (3-7 months) and lower cyclosporine dos-
age (50-150 mg/day) compared to other studies.*”
In case of mycophenolate mofetil, remission was
maintained in one patient after IVIG without ster-
oids while symptoms continued to worsen in the sec-
ond patient despite steroids. The typical treatment
duration reported in literature is 12-15 months, with
a mycophenolate mofetil dose range of 1-2 gm/day,
similar to our cases.!*”

Existing literature regarding cyclosporine and
mycophenolate mofetil is scarce and limited to a
few case series showing response rates varying from
25-90%.14171820 The largest study reported to-date
observing cyclosporine effects on CIDP patients
included only 19 CIDP patients.”® Therefore, it will be
premature to conclude cyclosporine or mycophenolate
mofetil a failure based on our limited data. Larger trials
with higher cyclosporine doses are needed to validate
its effects.

Itis interesting to note that both of our CIDP patients
with MGUS paraproteinemia (cases no. 9 and 10)
continued to worsen despite receiving azathioprine
and cyclosporine. Although this is insufficient
evidence to make a conclusion, it is possible that
CIDP secondary to paraproteinemia may be more
resistant to treatment with ISDs. Further investigation
is needed to determine the optimal treatment options
for this specific CIDP subcohort. Generally, 66-80%
of patients with CIDP associated with monoclonal
gammopathy respond to corticosteroids, IVIG, TPE,
and ISD (including azathioprine and fludarabine)?,
with a greater disease progression compared to
idiopathic CIDP on long-term follow-up.*
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Limitations: This is a limited single-center observational
study with a small sample size and short duration.
Admittedly, the variability of the clinical course of
CIDP itself may confound the response to ISDs. Larger
observational and interventional studies with longer
durations are required at the national and international
level to create more reliable inferences.

CONCLUSIONS

CIDP is a rare, potentially disabling but treatable
disorder. Our study aimed to provide preliminary
insights into the use of cost-effective and convenient
oral ISDs, particularly azathioprine, as long-term
steroid-sparing drugs in CIDP management. Although
we have tried to fill some gaps in the existing literature
and share our local experience, we still need larger
local studies and RCTs to confirm the potential of oral
ISDs as first-line steroid-sparing agents. Furthermore,
CIDP patients with MGUS and prior exposure to a
different ISD showed a limited response to treatment.

Conflict of interest: The authors declare that they have no
competing interests.

Disclosure of funding: No funding was obtained for this
article.

REFERENCES

1. Broers MC, Bunschoten C, Nieboer D, Lingsma HF, Jacobs BC.
Incidence and prevalence of chronic inflammatory demyelinating
polyradiculoneuropathy: a systematic review and meta-analysis.
Neuroepidemiology. 2019;52(3-4):161-172. doi: 10.1159/000494291

2. lijima M, Koike H, Hattori N, Tamakoshi A, Katsuno M, Tanaka
F, et al. Prevalence and incidence rates of chronic inflammatory
demyelinating polyneuropathy in the Japanese population. J
Neurol Neurosurg Psychiatry. 2008;79(9):1040-1043. doi: 10.1136/
jnnp.2007.128132

3. Oaklander AL, Lunn MP, Hughes RA, Van Schaik IN, Frost C,
Chalk CH. Treatments for chronic inflammatory demyelinating
polyradiculoneuropathy (CIDP): an overview of systematic
reviews. Cochrane Database Syst Rev. 2017;1(1):CD010369. doi:
10.1002/14651858.CD010369.pub2

4. Dyck PJ, O'Brien P, Swanson C, Low P, Daube J. Combined
azathioprine and prednisone in chronic inflammatory
demyelinating polyneuropathy. Neurology. 1985;35(8):1173-1176.
doi: 10.1212/wnl.35.8.1173

5. RMC Trial Group. Randomised controlled trial of methotrexate
for chronic inflammatory demyelinating polyradiculoneuropathy
(RMC trial): a pilot, multicenter study. Lancet Neurol. 2009;8(2):158-
164. doi: 10.1016/51474-4422(08)70299-0

6. Khalid E, Khan H, Nasir A, Abdullah M. Referral patterns and
diagnoses at a single Neurophysiology Center in Quetta, Pakistan:
An audit of 1600 Cases. Pak | Neurol Sci. 2020;15(3):17-21.

7. Jan Z, Hassan MH, Salman F, Shahzad W, Zarminahil R, Badshah
M. An analysis of pattern and burden of patients Referred for
nerve conduction study in a Tertiary care hospital in Pakistan. Pak
J Neurol Sci. 2019;14(3):31-36.

8.  Gaebel K, Blackhouse G, Campbell K, Robertson D, Xie F, Assasi
N, et al. Intravenous immunoglobulin for the treatment of chronic
inflammatory demyelinating polyradiculoneuropathy: a systematic
review and meta-analysis. Open Med. 2010;4(3):e154.

Pak J Med Sci

September 2024 Vol.40 No. 8

9. Breiner A, Barnett C, Bril V. INCAT disability score: a critical
analysis of its measurement properties. Muscle Nerve.
2014;50(2):164-169. doi: 10.1002/mus.24207

10. Van Schaik IN, Eftimov F, Van Doorn PA, Brusse E, Van den
Berg LH, Van der Pol WL, et al. Pulsed high-dose dexamethasone
versus standard prednisolone treatment for chronic inflammatory
demyelinating polyradiculoneuropathy (PREDICT study): a double
blind, randomised, controlled trial. Lancet Neurol. 2010;9(3):245-
253. doi: 10.1016/51474-4422(10)70021-1

11. Cornblath DR. Report from an Ad Hoc Subcommittiee of the
American academy of Neurology AIDS Task Force. Research
criteria for the diagnosis of chronic inflammatory demyelinating
polyneuropathy. Neurology. 1991;42:617-618.

12. Guptill JT, Runken MC, Eaddy M, Lunacsek O, Fuldeore
RM. Treatment patterns and costs of chronic inflammatory
demyelinating polyneuropathy: a claims database analysis. Am
Health Drug Benefits. 2019;12(3):127-135.

13. Joint Formulary Committee. British National Formulary. 8th
Edition. London: BMJ Group and Pharmaceutical Press. 2014.

14. Ryan MM, Grattan-Smith PJ, Procopis PG, Morgan G, Ouvrier RA.
Childhood chronic inflammatory demyelinating polyneuropathy:
clinical course and longterm outcome. Neuromuscul Disord.
2000;10(6):398-406. doi: 10.1016/s0960-8966(00)00119-x

15. Dalakas MC, Engel WK. Chronic relapsing (dysimmune)
polyneuropathy: pathogenesis and treatment. Ann Neurol. 1981;9
Suppl:134-145. doi: 10.1002/ana.410090719

16. Monaco S, Turri E, Zanusso G, Maistrello B. Treatment of
inflammatory and paraproteinemic neuropathies. Curr Drug
Targets Immune Endocr Metabol Disord. 2004;4(2):141-148. doi:
10.2174/1568008043339947

17. Cocito D, Grimaldi S, Paolasso I, Falcone Y, Antonini G, Benedetti
L, et al. Ttalian Network for CIDP Register. Immunosuppressive
treatment in refractory chronic inflammatory demyelinating
polyradiculoneuropathy. A nationwide retrospective analysis.
Eur ] Neurol. 2011;18(12):1417-1421. doi: 10.1111/j.1468-
1331.2011.03495.x

18. Odaka M, Tatsumoto M, Susuki K, Hirata K Yuki N. Intractable
chronic inflammatory demyelinating polyneuropathy treated
successfully with ciclosporin. J Neurol Neurosurg Psychiatry.
2005;76(8):1115-1120. doi: 10.1136/jnnp.2003.035428

19. Hodgkinson SJ, Pollard JD, McLeod JG. Cyclosporin A in the
treatment of chronic demyelinating polyradiculoneuropathy. J
Neurol Neurosurg Psychiatry. 1990;53(4):327-330. doi: 10.1136/

jnnp.53.4.327
20. Barnett MH, Pollard JD, Davies L,McLeod JG. Cyclosporin
A in  resistant chronic  inflammatory = demyelinating

polyradiculoneuropathy. Muscle Nerve. 1998;21(4):454-460. doi:
10.1002/ (sici)1097-4598(199804)21:4<454::aid-mus3>3.0.co;2-8

21. Rison RA, Beydoun SR. Paraproteinemic neuropathy: a practical
review. BMC Neurol. 2016;16:13. doi: 10.1186/s12883-016-0532-4

22. Viala K, Béhin A, Maisonobe T, Leger JM, Stojkovic T, Davi F, et al.
Neuropathy in lymphoma: a relationship between the pattern of
neuropathy, type of lymphoma and prognosis? ] Neurol Neurosurg
Psychiatry. 2008;79(7):778-782. doi: 10.1136/jnnp.2007.125930

Author's Contribution:

AS: Acquisition, analysis and interpretation of data and
drafting of the article. Responsible and accountable for
the accuracy and integrity of the work.

SH: Drafting and critical revision of the article.

SK: Conception and design of the study, critical
revision of the article.

www.pjms.org.pk 6



	_Hlk158624244
	_GoBack
	_Hlk141543324
	_Hlk143623074
	_Hlk143623560
	_Hlk141198519
	_Hlk141198660
	_Hlk141198776
	_Hlk141198920
	_Hlk77433598
	_Hlk141199053
	_Hlk162778100
	_Hlk141199139
	_Hlk141198277
	_Hlk141199324
	_Hlk162829383
	_Hlk141200610
	_Hlk143623653
	_Hlk141198235
	_Hlk141273398
	_Hlk143623934
	_Hlk141012379
	_Hlk142141992
	_Hlk162781515
	_Hlk139549430
	_Hlk124777120
	_Hlk134537306
	_Hlk134537601
	_Hlk125542720
	_Hlk166590373
	_Hlk166590419
	_Hlk135233702
	_Hlk167019280
	_Hlk166936655
	_Hlk167013714
	_Hlk167018901
	_Hlk167016755
	_Hlk166672383
	_GoBack
	OLE_LINK8
	_GoBack
	_Hlk166839411
	_GoBack
	_GoBack
	_Hlk164172069
	_Hlk164171765
	_Hlk164170889
	_Hlk146468146
	_Hlk162336040
	_GoBack
	_GoBack
	_GoBack
	_Hlk167562063
	_Hlk148876395
	_Hlk167565556
	_Hlk167563821
	_Hlk167566205
	_Hlk167566418
	_ENREF_1
	_ENREF_2
	_ENREF_3
	_ENREF_4
	_ENREF_5
	_ENREF_6
	_ENREF_7
	_ENREF_8
	_ENREF_9
	_ENREF_10
	_ENREF_11
	_ENREF_12
	_ENREF_13
	_ENREF_14
	_ENREF_15
	_ENREF_16
	_ENREF_17
	_ENREF_18
	_ENREF_19
	_ENREF_20
	_ENREF_21
	_ENREF_22
	_GoBack
	_d2uav8t55iuw
	_nckb729artt
	_gxrgkj6f4xue
	_ok18jw55w2rb
	_7ebtd6d9xc84
	_4f9njzqqgivn
	_efso4d9m8tc
	_yczcp59qllcb
	_s6yrmjnj14im
	_Hlk150971397
	_Hlk150971413
	_Hlk150971431
	_Hlk147856930
	_GoBack
	_Hlk137904530
	_Hlk166711965
	_Hlk136035713
	_Hlk166712982
	_Hlk166713128
	_Hlk166776419
	_GoBack
	_Hlk155875404
	_Hlk147343578
	_Hlk147343701
	_Hlk147344555
	_Hlk147649436
	_Hlk148945343
	_u11jai23e8rj
	_4jlgo76yh9uf
	_6rrayzlvwpnx
	_in1n42ostgpn
	_kcuzm7t986m9
	_Hlk168911865
	_Hlk160882915
	_Hlk152969382
	_Hlk162579796
	OLE_LINK2
	OLE_LINK1
	_Hlk93065377
	_GoBack
	_Hlk167176908

